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AB Title compds. I [wherein U = S, or NRaRi; V = NO or N02; X9 = CRIO or 
N; Y9 = CR6R7, NRi , NR2 5, NRiCR6R7, CR6R7NRi , CR2R3CR6R7, or CR6R7CR2R3; 
YIO = CR8R9 or CR8R9CR17R18 ; R2-R9, R17, and R18 = independently H or 
alkyl; or R2R3, R4R5; R6R7 , or R8R9 ^ independently oxo; or R4 and R7 
together with the C's to which they are attached = cycloalkyl; or CR6R7 = 
cycloalkyl; R6 and R9 taken together with the C's to which they are 
attached = (bridged) cycloalkyl , heterocyclyl , or aryl with the proviso 
that R7 and R8 are not present; R4 and R25 taken together with the C and N 
to which they are attached = heterocyclyl; Ra = lone pair of electrons, H, 
or (aryl) alkyl; Re and Rf = independently H, halo, OH, or (un) substituted 
(cyclo) alkyl, heterocyclyl, alkoxy, amino, aryl, etc.; or CReRf = 
heterocyclyl or (bridged) cycloalkyl; Ri = H or (un) substituted alkyl, 
aryl, carboxamido, sulf onamido, etc.; n = 0-3; and pharmaceutical ly 
acceptable salts thereof] were prepared as novel nitric oxide donors for use 
in compns . comprising at least one nitric oxide donor and optionally at 
least one therapeutic agent. The nitric oxide donors donate, transfer or 
release nitric oxide, and/or elevate endogenous levels of 

endothelium-derived relaxing factor, and/or stimulate endogenous synthesis 
of nitric oxide and/or are substrates for nitric oxide synthase and are 
capable of releasing nitric oxide or indirectly delivering or transferring 
nitric oxide to targeted sites under physiol . conditions (no data). For 
example, 2- [2- (fiitrosothio) adamantan-2-yl] acetic acid was esterified with 

3 - nLitrooxy-2 , 2-bis (nitrooxymethyl) propan-l-ol in the presence of 
1- [3- (dimethylamino) propyl] -3 -ethylcarbodiimide*HCl and 

4- dimethylaminopyridine in CH2C12 to give II (18%) . The latter inhibited 
proliferation of human coronary artery smooth muscle cells with IC50 of 5 
^iM. In general, the nitrosylated compds. tested in this assay 
inhibited proliferation of vascular smooth muscle cells, while the 
corresponding non-nitrosylated derivs. showed no inhibition, slight 
inhibition, or exhibited much higher IC50 values. Thus, the invention 
provides methods for treating cardiovascular diseases, for the inhibition 
of platelet aggregation and platelet adhesion caused by the exposure of 
blood to a medical device, for treating pathol . conditions resulting from 
abnormal cell proliferation, transplantation rejections, autoimmune, 
inflammatory, proliferative, hyperprolif erative, vascular diseases, for 
reducing scar tissue or for inhibiting wound contraction, particularly the 
prophylactic and/or therapeutic treatment of restenosis (no data) . The 
invention also provides methods for treating inflammation, pain, fever, 
gastrointestinal disorders, respiratory disorders, and sexual dysfunctions 
(no data) . In addition, the invention provides novel compns. and kits 
comprising at least one nitric oxide donor and/or at least one therapeutic 
agent . 



Roy P. Issac 



10/781, 705>23/0l/2007 



IT 375371-24-7 

RL: THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(composition component; preparation and compns . of nitrosothio (hetero) cyclic 
nitric oxide donors for treatment of cardiovascular, proliferative, 
inflammatory, and autoimmune disorders and other conditions) 

RN 375371-24-7 HCAPLUS 

CN Thionitrous acid (HNOS) , S- [1-methyl-l- (2 -oxo-4 -oxazolidinyl) ethyl] ester 
(9CI) (CA INDEX NAME) 
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OTHER SOURCE (S): MARPAT 136:575 

AB The present invention describes rapid noninvasive methods for measuring 
vasodilation or changes in blood flow in a patient following 
administration of at least one compound that donates ; transfers or releases 
nitric oxide, elevates endogenous levels of endothelium-derived relaxing 
factor, stimulates endogenous synthesis of nitric oxide or is a substrate 
for nitric oxide synthase and/or at least one vasoactive agent. The 
method comprises the administration of at least one compound that donates, 
transfers or releases nitric oxide, elevates endogenous levels of 
endothelium-derived relaxing factor, stimulates endogenous synthesis of 
nitric oxide or is a substrate for nitric oxide synthase and/or at least 
' one vasoactive agent to the patient followed by monitoring the temperature 
change of an area of interest using IR thermog. The present invention 
provides methods for diagnosing diseases or disorders related to 
vasodilation and changes in blood flow, such as, sexual dysfunction, 
Raynaud's syndrome, inflammation, hypertension, gastrointestinal disorders 
and central nervous system disorders. The sexual dysfunction is 
preferably female sexual dysfunction and female sexual arousal. The 
vasoactive agents include potassium channel activators, calcium channel 
blockers, a-adrenergic receptor antagonists, p-blockers, 
phosphodiesterase inhibitors, adenosine, ergot alkaloids, vasoactive 
intestinal peptides, prostaglandins, dopamine agonists, opioid 
antagonists, endothelin antagonists and thromboxane inhibitors. The 
present invention can also be used to screen and identify drug candidates 
for treating diseases, disorders and conditions resulting from 
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vasodilation or changes in blood flow. The present invention also 
describes compns. comprising at least one S-nitrosothiol compound for 
diagnosing, monitoring and/or treating female sexual dysfunctions. 
IT 375371-24-'7P 

RL: BAC (Biological activity or effector, except adverse) ;~ BSU (Biological 
study, unclassified) ; RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(IR thermog. for measuring vasodilation or changes in blood flow 
following administration of nitric oxide donor) 
RN 375371-24-7 HCAPLUS 

CN Thionitrous acid (HNOS) , S- [1-methyl-l- (2-oxo-4 -oxazolidinyl) ethyl] ester 
(9CI) (CA INDEX NAME) 
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CN Thionitrous acid (HNOS) , S- [2 
dioxo-4 , 7-methano-2H-isoindol 
(CA INDEX NAME) 

Relative stereochemistry. 
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Absolute stereochemistry. 
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AB The present invention describes novel nitrosated and/or nitrosylated 

nonsteroidal antiinflammatory compds . , and novel compns. comprising at 
least one nitrosated and/or nitrosylated nonsteroidal antiinflammatory 
compound, and, optionally, at least one compound that donates, transfers or 
releases nitric oxide, elevates endogenous levels of endothelium-derived 
relaxing factor, stimulates endogenous synthesis of nitric oxide or is a 
substrate for nitric oxide synthase. The present invention also provides 
^ methods for treating, preventing and/or reducing inflammation, pain, and 

fever; decreasing or reversing the gastrointestinal, renal and other 
toxicities resulting from the use of nonsteroidal antiinflammatory drugs; 
treating and/or preventing gastrointestinal disorders; treating 
inflammatory disease states and disorders; and treating and/or preventing 
ophthalmic diseases or disorders. Thus, I was prepared in 8 steps from 
cyclohexanecarboxaldehyde' and shows a relative activity of 1, 1.2 and 0.02 
in analgesic, antiinflammatory and gastric lesion tests. 
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